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A compd^nd of the formula la or ib; 




(la) 



(Ib) 



wherein ; 

A is CHj, or a single bon^; 

is selected from: R, Ou\oR, C0,H, CO,R, COH, COR, SO,R, CN; 
Re, R, and R, are independent\Ly selected from H, R, OH, OR, halo, 
amino, NHR, nitro, MejSn; 

where R is a lower alkyl groupX having 1 to 10 carbon atoms, or an 
aralkyl group of up to 12 carboV atoms, whereof the alkyl group 
optionally contains one or more Xarbon-carbon double or triple 

bonds, which may form part of a cljugated system, or an aryl group 
of up to 12 carbon atoms; and is opVionally substituted by one or 

more halo, hydroxy, amino, or nitro \roups, and optionally 

containing one or more hetero atoms w^ch may form part of, or be, a 

functional group; 

and R, is selected from H, R, OH, OR, hak amino, NHR, nitro, Me,Sn, 
where R is as defined above, or the compoW is a dimer with each 
monomer being the same or different and bekg of formula la or lb, 
where the R, groups of the monomers form tog^her a bridge having 
the formula -X-R'-x- linking the monomers, wh\re R' is an alkylene 
chain containing from 3 to 12 carbon atoms, whLh chain may be 
interrupted by one or more hetero-atoms and/or ^omatic rings and 
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may contain one oXrnore carbon-carbon double or triple bonds, and 
each X is independenti^ selected from O, S, or N; or R, and R, 
together form a group -oVkthJ^-O- , where p is 1 or 2 ; 
except that in a compound ofS^ormula la when A is a single bond, 
then R, is not CH=CH(CONH,) or CN=CH(CONMej) . 



2. A compound of formulaVca according to claim 1, with the 
proviso that when A is a single bond, then R, is not CH=CR*R% where 
R* and R" are independently selected from H, R=, cOR=, CONH,, CONHRS 
CONR^, cyano or phosphonate, wh\re R= is an unsubstituted alkyl 
group having 1 to 4 carbon atoms .) 




/f 



A compound according toVlaim 1 or cWm 3, wherein A is a 



6, 

single bond, and R, is an aryl gWp, or an alkyl or alkaryl group 



25 



which contains at least one double\ond which forms part of a 
conjugated system with the double bondVof the C-ring. 



7 




7. 



A compound according fb-.^ one of the preceding claims 
^/f/ wherein R,, R, and R, and, unless tli^s^ompound is a dimer, R, are 
independently selected from H and OR. 
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Pi 



8. A compovmd according to claim 7, wherein R,, r, and R, and, 

unless the compo^ is a dimer, are independently selected from H, 
OMe and OCHjPh. 

A compound according ^^claim 7, wherein R, and, unless the 
compound is a dimer. Re are OR, \^d R, and R, are H. 

10. A compound according to claim 9, wherein R, and, unless the 
compound is a dimer, R3 are independently ^her OMe or OCH Ph. 



10 



11. A compound according to g^y one of the preceding claims of 
formula la. 



12. A compound according to W one of the preceding claims which 
ISip is a dimer, wherein the dimer bridge is of the foi 



)rmula -O- (CHJ ^-O- , 



where p is from 1 to 12 



13. A compound, of formula II: 




(") 



20 



wherein: 

is selected from: O, CHR",,\where R", is selected from H, R, C0,R, 
COR, CHO, CO,H, hale- 
Re, R^ and R, are independently sei^cted from H, R, OH, OR, halo, 
amino, NHR, nitro, MejSn; 
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wher^NR is a lower alkyl group having 1 to 10 carbon atoms, or an 
aralkyl\group of up to 12 carbon atoms, whereof the alkyl group 
optional iV contains one or more carbon-carbon double or triple 
bonds, whi^may form part of a conjugated system, or an aryl group 
of up to 12 c\rbon atoms; and is optionally substituted by one or 
more halo, hydrW, amino, or nitro groups, and optionally 
containing one or\aore hetero atoms which may from part of, or be, a 
functional group; 

and R, is selected fro^^H, R, OH, OR, halo, amino, NHR, nitro, Me3Sn, 
where R is as defined ab^.e or the compound is a dimer with each 
monomer being the same or different and being of formula II, where 
the Rs groups of the monomersVorm together a bridge having the 
formula -X-R'-x- linking the m^mers, where R' is an alkylene chain 
containing from 3 to 12 carbon at^ns, which chain may be interrupted 
by one or more hetero-atoms and/or ^omatic rings and may contain 
one or more carbon-carbon double or tr5U,le bonds, and each X is 
independently selected from O, S, or N;\r R, and R, together form a 
group -0-)CHJp-0-, where p is 1 or 2; 
except that: 

(i) when R', is CH-Et, and R,, R, and R, a\e H, R, is not 
sibirosamine pyranoside; and 

(ii) when RS is CH-Me, and R. and R, are H,y and R, are not 
both H or both OMe, or OMe and OH respectively. 



14- A compound according to clai^^j^, wherein R-, is O, CH, or 



CHCH 



wo 00/12508 



219 



PCT/GB99/02838 



^ compound according to either claim 13 or claim 14, wherein 
Rs, R, and R, and, unless thk compound is a dimer, Rg are 
independently selected from lA OR or a halogen atom. 



5 16. A compound accordin^to claim 15, wherein R., R, and R. and, 

^^P- ^^^^^^ compound is a di\^r, R^ are independently selected from 

V-' H, OMe and OCHjPh, and I. 



Q^ob l'^- A compound according to\laim 15, wherein R, and, unless the 
10^^15 compound is a dimer, R3 are indep^dently OR or a halogen atom and R. 
Jp3 and R9 are H. 



18. A compound according t^claim 17, wherein R, and, unless the 
compound is a dimer, R. are independently selected from OMe, OCH,Ph 



IS 



or I 



^-[pV ^ compound according 60 any one of claims 13 to 18 which is a 

M^l^ dimer, wherein the dimer bridb^ is of the formula -O- (CHJ ,-0- , where 



p is from 1 to 12 . 



20 



20. A compound o\ the formula III 



wherein : 




(III) 



R«, R, and R, are independently\selected from H, R, OH, OR, halo, 
amino, NHR, nitro, MeaSn; 



i 
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15/ 1 



10 



151 



20 



25 



whe^ R is a lower alkyl group having 1 to 10 carbon atoms, or an 
aralk^ group of up to 12 carbon atoms, whereof the alkyl group 
optiona\ly contains one or more carbon- carbon double or triple 
bonds, wriich may form part of a conjugated system, or an aryl group 
of up to A carbon atoms; and is optionally substituted by one or 
more halo, hWoxy, amino, or nitro groups, and optionally 
containing one\or more hetero atoms which may from part of, or be, a 
functional group; 

and Re is selected\from H, R, OH, OR, halo, amino, NHR, nitro, Me3Sn, 
where R is as defin^ above or the compound is a dimer with each 
monomer being the sam\ or different and being of formula III, where 
the R, groups of the moiViers form together a bridge having the 
formula -X-R'-X- linking W monomers, where R' is an alkylene chain 
containing from 3 to 12 caA>on atoms, which chain may be interrupted 
by one or more hetero-atoms ind/or aromatic rings and may contain 
one or more carbon-carbon double or triple bonds, and each X is 
independently selected from O, s\ or N; or R, and R, together form a 
group -0-)CH,)p-0-, where p is 1 0X2,- 
wherein at least one of R., r,, r, ar^ R, are not H; 
except that: 

(i) when R, and R, are H, R, and R.Xare not both OMe, OMe and 
OBn respectively, or OMe and OH respectively; 

(ii) when R. and R, are H, R, and R, a\e not Me and OH 
respectively; 

(iii) when three of R,, R,, R, and R, ar^H, the other is not 

Me; 

(iv) when R^, R,, and R, are H, R, is not oW; 
(V) when R,, R^ and R, are H, R, is not OMe;\and 
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■ 21. A compound according to >s^aira 20, wherein only one of R,, r,, r^ 

5 and R, is H. 



22. A compound according t\ claim 21, wherein those of R. r r 
and, unless the compound is a\dimer, R3 which are not H are OR. 



10 



23. A compound according to clkfiria/22, wherein those of R., r,, r, 
and, unless the compound is a di^^r, R, which are not H are selected 
from OMe, and OBn. 



^Jj 24. A compound according to either claim 20 or claim 21, wherein 
151 at least one of R,, r,, and R, is a diber, is NH,. 



20 



25. A compound ><s^rding to claim 20, claim 21 or claim 24, 
wherein at least one R,, r, and R, is an aryl group, preferably 

of up to 12 carbon atomsX(hich is optionally substituted by one or 
more halo, hydroxy, amino, o^\iitro groups, and optionally contains 
one or more hetero atoms which n^. from part of, or be, a functional 
group. 



26. A compound accdis^ng to claim 25, wherein at least one of R„ 
25 R7, Re and R,, is a pheny!b\group , optionally substituted by one or 

C{J^ more methoxy, ethoxy or nit^« groups . 

Jl 

27. A compound according to claii\26, wherein at least one of R,, 
R7, R. and R,, is selected from: Ph, p\eO-Ph, m-NO,-Ph and p-NO,-Ph. 
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^ compound according any one of claims 20 to 27 where the 
0 compound is a dimer, wherein t^k dimer bridge is of the formula -O- 
(CHJp-O-, where p is from 1 to i: 

5 29, A compound of formula IV: 



R" 




(IV) 



15 



20 



wherein : 

R., R, and R, are independently selected from H, R, OH, OR, halo, 
amino, NHR, nitro, MgjSn; 

where R is a lower alkyl group havingX to 10 carbon atoms, or an 
aralkyl group of up to 12 carbon atoms, Vereof the alkyl group 
optionally contains one or more carbon-carbWi double or triple 
bonds, which may form part of a conjugated syWem, or an aryl group 
of up to 12 carbon atoms; and is optionally sub^ituted by one or 
more halo, hydroxy, amino, or nitro groups, and oXionally 
containing one or more hetero atoms which may form pkrt of, or be, a 
functional group; 

Rs' and Ra" are either independently selected from H, R o\together 
form a cyclic amine; and 
n is from 1 to 7 . 



30. A compound according t^claim 29, wherein one of R', and R", is 
a nitrogen protecting group. 
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^/jt^ ^ compound according to e^^ther claim 2 9 or 30, v^^hS^iLT^T-Ts an 



electron withdrawing group. 



32. A compound according to aV one of claims 29 to 31, wherein 



5 and Rj, are selected from H and OR. 



33. A compound according tcXclaim 32, wherein R, and R, 
^' selected from OMe, OEt and OBn. 



are 



34. A compound accordingVo any one of claims 30 to 33, wherein n 



is 1 to 3, 



35. A compound according\to any one of the preceding claims 
^herein R is selected from a\lower alkyl group having 1 to 10 carbon 

to 12 carbon atoms, or an aryl 
group of up to 12 carbon atoms, c^s^ionally substituted by one or 
more halo, hydroxy, amino, or nitroXgroups .. 



20 

1)1 
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36. A compound acXrding to claim 35, wherein R is selected from a 
lower alkyl group havin^s^ to 10 carbon atoms optionally substituted 
by one or more halo, hydroj^";, amino, or nitro groups. 

37. A compound according to claii\36, wherein R is an 
unsubstituted straight or branched chkin alkyl having 1 to 10 carbon 
atoms . 



^^I^' 38. The use of a compound ac^s^rding to any one of the preceding 
claims m a method of therapy. 
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39. A pharmaceutical compositioA comprising a compound according 
to any one of claims 1 to 37 and ^pharmaceutical ly acceptable 
carrier or diluent. 



fj'M ^Q- The use of a compound according to any one of claims 1 to 37 
t o prepare a medicament for the t^^atment of a gene-based disease. 



^y}0 '^^^ °^ ^ compoundNaccording to any one of claims 1 to 37 

fl'^ to prepare a medicament for t^ treatment of a viral, parasitic or 
10 bacterial infection. 

SS$^ 42. A process for\^eparing a compound according to any one of 
Y'l^^i) claims 1 to 37. 



IS 



^^j]^ "^^^ ""^^ ^ compoundN^cording to any one of claims 1 to 37 

S/^L ^""^ preparation of a medid^ent for the treatment of cisplatin- 

fll refactory disease. 



^ method of inhibitingVhe growth of cisplatin-ref actory cells 
^^f^Xf which method comprises treatir^r said cells with a compound according 
to any one of claims 1 to 37. 



45. A method according claim 44 wherein said compound is SJG- 
fy"^ 136 l,l'-[[{Propane-l,3-diy\)dioxy]bis[(llaS)-7-methoxy-2- 
25 methylidene-1, 2 , 3 , lla-tetrahy^ro- 5H-pyrrolo (2,1- 
c] [1 , 4] benzodiazepin-5-one] . 





